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DETAILED ACTION 

Claims 1-31, 33-41, 43-46, 49-59 and 61-64 are pending in the present 
application, and they are subjected to the following restrictions. 



Election/Restrictions 

Restriction is required under 35 U.S.C. 121 and 372. 

This application contains the following inventions or groups of inventions which 

are not so linked as to form a single general inventive concept under PCT Rule 13.1 . 

Group I, claims 1-4, 14, 22-24, and 58, drawn to a substantially purified RFX4_v3 
polypeptide and a method for screening compounds for the ability to alter RFX4_v3 
activity using the same. 

Group II, claims 5-13, 15-21, 25-27, drawn to an isolated nucleic acid molecule 
encoding a RFX4_v3 polypeptide, a vector, a host cell comprising the same and a 
method for producing a variant of the same. 

Group III, claims 28-30, drawn to a method for detecting a nucleic acid molecule 
in a biological sample. 

Group IV, claims 31, 33-35, 40-41 and 44-45, drawn to a method for identifying a 
subject at risk of developing RFX4_v3 linked hydrocephalus by detecting in the subject 
a mutation in a RFX4 v3 nucleotide sequence , and a kit comprising a nucleic acid 
probe that specifically detects a mutation in a RFX4_v3 allele. 

Group V, claims 31, 36-41 and 43, drawn to a method for identifying a subject at 
risk of developing RFX4_v3 linked hydrocephalus by detecting in the subject a mutation 
in a RFX4 v3 polypeptide . 

Group VI, claims 44 and 46, drawn to a kit comprising an antibody that 
specifically binds and detects a mutation in the protein expressed by a mutated 
RFX4 v3 allele. 



Group VII, claim 49, drawn to an antibody that specifically binds to a substantially 
purified RFX4 v3 polypeptide . ~ 
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Group VIII, claims 50-57, drawn to a method for generating a non-human 
transgenic animal with a knockout for the RFX4_v3 gene, and a transgenic mouse 
whose somatic and germ cells comprise a disrupted endogenous RFX4_v3 gene. 

Group IX, claims 59, 61-62, drawn to a pharmaceutical composition comprising a 
therapeutically effective amount of RFX4 v3 polypeptide, variant or portion thereof and 
a pharmaceutical^ acceptable carrier, and a method of treating congenital 
hydrocephalus in a subject using the same. 

Group X, claims 59, 61 and 63-64, drawn to a pharmaceutical composition 
comprising a therapeutically effective amount of a nucleic acid sequence encoding a 
RFX4 v3 polypeptide, variant or portion thereof and a pharmaceutical^ acceptable 
carrier, and a method of treating congenital hydrocephalus in a subject using the same. 

The currently claimed subject matter, Inventions of Groups l-X, lacks unity of 
invention according to Rule 13.1 PCT for the following reasons. 

The substantially purified RFX4_y3 polypeptide of Group I, the isolated nucleic 
acid molecule of Group II, the antibody that specifically binds and detects a mutation in 
a RFX4_v3 polypeptide of Group VI, an antibody that binds to a RFX4_v3 polypeptide 
of Group VII, a transgenic mouse of Group VIII, a pharmaceutical composition 
comprising a therapeutically effective amount of a RFX4_v3 polypeptide of Group IX, 
and a pharmaceutical composition comprising a therapeutically effective amount of a 
nucleic acid sequence encoding a RFX4_v3 polypeptide of Group X are compositions 
that are different chemically one from the others, as well as each composition has 
different properties and/or characteristics one from the others. For examples, the 
polypeptide of Group I is made up of amino acid residues and different in the primary 
sequence from the antibody of Group VI or the antibody of Group VII. The isolated 
nucleic acid molecule of Group II is made up of nucleotides. Unlike the antibody of 
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Group VII, the antibody of Group VI specifically binds and detects a mutation in a 
RFX4_v3 polypeptide. The transgenic mouse of Group VIII is a living entity, physically 
and chemically different from the other compositions. The pharmaceutical compositions 
of Groups IX and X are different chemically one from the other, as well as they have 
different components (e.g., a pharmaceutical^ acceptable carrier) and unlike other 
compositions they have pharmaceutical properties. 

The methods in Groups l-V, Vlll-X are different one from the others by having 
different starting materials, different method steps and different desired end-results. For 
examples, the first method of use in Group I is directed to a screening method for one or 
more test compounds; the first method of use in Group II is drawn to a method for 
producing a variant polypeptide of the present invention involving the step of 
mutagenizing a wild type nucleic acid sequence; the method in Group III is for detecting 
a nucleic acid molecule in a biological sample; the method of Group IV is for detecting in 
the subject a mutation in a RFX4_v3 nucleotide sequence; the method of Group V is for 
detecting in the subject a mutation in a RFX4_v3 polypeptide; the method of Group VIII 
is for generating a non-human transgenic animal with a knockout for the a RFX4_v3 
gene; the methods in Groups IX and X are methods for treating congenital 
hydrocephalus using a therapeutically effective amount of RFX4_v3 polypeptide and a 
nucleic acid encoding the same, respectively. Each different method step can be 
considered to be a "special technical feature": and therefore the methods listed in 
Groups l-V, Vlll-X lack the same or corresponding special technical features . 
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Because the currently claimed subject matter lacks unity according to Rule 13.1 
PCT for the reasons set forth above, restriction for examination purposes as indicated is 



Applicant is advised that the reply to this requirement to be complete must 

include an election of the invention to be examined even though the requirement be 

traversed (37 CFR 1.143). 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Quang Nguyen, Ph.D., whose telephone number is 
(571)272-0776. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
SPE, Joseph T. Woitach, Ph.D., may be reached at (571 ) 272-0739. 

To aid in correlating any papers for this application, all further 
correspondence regarding this application should be directed to Group Art Unit 
1633; Central Fax No. (571) 273-8300. 

Any inquiry of a general nature or relating to the status of this application 
or proceeding should be directed to (571) 272-0547. 

Patent applicants with problems or questions regarding electronic images that 
can be viewed in the Patent Application Information Retrieval system (PAIR) can now 
contact the USPTO's Patent Electronic Business Center (Patent EBC) for assistance. 
Representatives are available to answer your questions daily from 6 am to midnight 
(EST). The toll free number is (866) 217-9197. When calling please have your 
application serial or patent number, the type of document you are having an image 
problem with, the number of pages and the specific nature of the problem. The Patent 
Electronic Business Center will notify applicants of the resolution of the problem within 
5-7 business days. Applicants can also check PAIR to confirm that the problem has 
been corrected. The USPTO's Patent Electronic Business Center is a complete service 
center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It 
also enables applicants to view the scanned images of their own application file 
folder(s) as well as general patent information available to the public. 



proper. 




